IN Mil ! Mil DM \ll » p M| \ | y\n I R \[)| \I\RKuFF10i 



In re application of: 

GFBiCKle/c//. 

Appl.No. 1 0/585 J92 

Filed: January 7, 2005 
§371 Date: July 11,2006 
I or: { st- <»r Quaternary Pyridinimn 
Salts as Va.soproH-ctive Agents 

Declaration of Professor Jcrzy Gfbicki Under 37 C .F.R. § 1 .132 

Commissioner for Patents 
P.O. Box 1450 
Alexandria. VA 22313-1450 

Sir: 

I. the undersigned, Jerzy Gebicki, Ph.D. declare and state as follows: 

1. I am eo-imentor of the subject matter of U.S. Application No. 10/585,892 
("the | i s i application"), tiled January 7 2005, which is referenced above. 1 am a 
piok n n I Jimeatl mxu-nls of 1 od/.Pokmd and a duecto; auhe Insnu V kd 
Radiation Chemisin .. 

3. I have reviewed and am familiar with the Office Action dated August 31, 
N'li F'theOflia Xenon") issued by the I S Patent and frademark Office in the present 
application 1 have icsu i a»d am 1 u >in a vxuh V unci i „ \ f >/„/'< /o < an \ 1 XF 
83 7 (1 990)). referenced by the Fxaminer. 

4. In the Ollice Action, the Examiner States that the specification while being 
enabling r the treutmc otdnpejlrielyceridemi does not proxidt nablement for oil i 
^' - 'I dys ipi h mi i ech is the lipi I disoi lei i<\nuai >i p pi tem (B? discus.-wd in 
evangel 1'hus. the Examiner asserts th the specification does not provid nabl nen! 
eommensurase in scope with the claims. 

il fata sum tari d beio I rihordem< ! i i thai administering 1-MNA 1 ' 
So dx-hmdemk patien s i kl ^ i h m ii hpi I pit.'de ( P du p Ukdi , !h .'at nei 
"in lion ."mi, i i-nonuPuiliMM.i , Him i on l M \ xxei e an cMmated 
indysiipidemic patients. 

(). fhe enrollment criteria for participating in the cluneal studies were: elevated 
P a -mi a k e! ol Id i Nu „g dl end Too me d! } I he paticnis were tteated with 
[AI\\ for 4 weeks. 1 he l-\i\\ was administered orally, three times : dav, three 
capsules (3 x 90 me 1-M\ \ i 
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7. Plasma kveteof TO and Hi)! of the patients were measured at 2 sequential 
measurement during the dietary controlled » i t inc period and aftei 4 weeks of therapy. 
Mean baseline value was calculated as mean vaiae from 2 measurements during the has^ line 
period. 

8. Table 1 heiou shows plasma TO and HDJ. levels oi'a group of participating 
patients at baseline and after a 4-week therapy, 

fable 1 . Selected patients with HDL < 40 mg/dL, 1 -MNA + dose: 270 mg f 3 x 90 mg) 



»< HI _ Sfl>! |n ! . 





Baseline 


After 4 


%of 


Hawiilie 


After 4 


% of 






weeks 


change 




weeks 


change 


1 


200,53 


199,35 


-0,0! 


37.15 


42.18 


0.14 


2 


212.05 


203.55 


-3.06% 


31.73 


32,90 


3,66% 


3 


222.09 


220.61 


-0.66% 


35.35 


45.28 


28.10% 


4 


243..06 


238.33 


-1.94% 


35.73 


42.96 


20.22% 


5 


248.97 


264.03 


6.05% 


36.77 


39.09 


6.32% 


, Mean vakii-: 


I 225234 | 


225.58 ! 


0.10% | 


3535 


40.481 


M5.V 



9. As canhe^.-. u LiN_ I m p.dteti". . u ah a HDL of < 40 mg'dL and a TO 
level Ixu^en 1*0 rig 1( mo 2wi nv di idip.ntsieung 1 VINA did not reduce 
significantly the TO level but an increase of the HDL level was observed {35.35 vs. 40.48 
mg/dL. a 1433% increase) after the 4-week therapy. 

10. '[able 2 below shows plasma TO and HDL levels of another group of 
participating patients at baseline and abet a 4-week therapy. 



Table 2. Selected patients u ith 11 Dl > 40 mg/dL. 1 -NIN A do.se: 270 mg (3 x 9u mg ) 





TOimg dl 1 




HDL JiiigML 






Baseline 



After 4 
weeks 


%of 

dianee 


Baseline 


Alter 4 
weeks 


Ji.i i < 


i 1 


507.97 


477.55 


-5.99% 


40.64 


42.96 


5.71% 




365,62 


272.00 


-25.61% 


43.73 


42.96 


-1.77% 


3 


321.91 


246.31 


-23.49% 


45.80 


43.28 


-1,13% 


' 4 


251.33 


209.10 


-16,80% 


45.80 


47.99 


4.79% 




235.09 


195:81 


46.71% 


51.86 


53.02 


2,24% 


6 


2M3:S 


170.11 


-33.64% 


60.11 


62.3 1 


3.65% 




358.53 


303.01 


-15.49% 


54,83 


57.28 


4.47% 


Mean 
value: 


328.12 


267.70 


-18.41% 


48.96 


50.25 


2.63% 



1 1 . As can be seen in Table 2, in patients with a f !DL level of > 40 mg/dL and a 
TO level of > 200 mg'dL 1 -MNA* reduced the plasma TO level (328. 1 2 vs. 267.70 mg/dL. 
a 18.41% decrease). In those patients, increase of the HDL level was not obse * e i aftet M.« 
4-week therapy. 



I 2. J hereby declare thai all statements made herein of my own knowledge are 
1 " ! Ma 111 -MK'i'-nt mi ' un -i , i „ mn „ U1 « v | lct a , v bJje^ed o be in 
1 M 1 "I'* ' ma L ^^^th th* 1 uu Ucd , di cwlliul false si emu 

ll >< ntL , runsluhlv. b\ hiK oi hupnM.o nun os both mdo» SvU on i.0| ol 
Sid - " of tin 1 niicdStatt ( od tnd that such willful false statements ma\ jeopard i e the 
Ik i of die present pal n m, i< alio oi my p en! i hi • I thereon 



Respectfully submiiset 



Date: 



